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General Experimental Details
Reagents were purchased from either Sigma Aldrich or Alfa Aesar and used as received. Dry THF was distilled over sodium wire using benzophenone indicator and stored over a potassium mirror. Triethylamine was dried over KOH. Dichloromethane was dried utilising a chromasolv ® solvent column. Nitrogen gas was oxygen free and dried immediately before use by passage through sodium hydroxide pellets and silica. 1 H NMR and 13 C NMR spectra were recorded on a Jeol ECX400 or Jeol ECS400 spectrometer operating at 400 and 100 MHz respectively, or a Bruker 500 spectrometer operating at 500 and 126 MHz respectively. 19 F NMR spectra were recorded on a Jeol ECX400 spectrometer at 376 MHz.
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P NMR spectra were recorded on a Jeol ECX400 spectrometer at 162 MHz. Column chromatography was performed using flash silica gel with the solvent systems specified within the text. Mass spectrometry was performed on a Bruker daltronics micrOTOF spectrometer, with <5 ppm error recorded for all HRMS samples. IR was performed on a Jasco FTIR 4100 spectrometer using an ATR attachment. Melting point analyses were performed on a Stuart SMP3 melting point apparatus, using a temperature ramp of 3 °C/minute.
Compounds 5c 1 , 5f 2 , 5g 3 , 5h 4 , 5i 5 and 6c 6 were prepared according to literature procedures.
Compound 6d was synthesised from the appropriate acid chloride and methoxylamine hydrochloride with triethylamine according to standard procedure.
General Procedures General Procedure 1: Mitsunobu Reaction with 4-hydroxy-2-pyrones
To a stirred solution of the pyrone (1 eq.), triphenylphosphine (1.5 eq.) and alcohol (1.5 eq.), in dichloromethane (4 mL mmol −1 ) under nitrogen either at 0 °C or ambient temperature, was carefully added DIAD (1.5 eq.) over 10-30 mins (depending on scale), so as to avoid the generation of excess heat (<5 °C internal temperature increase). The solution was then stirred at RT (typically 18-25 ºC) for 16 hours, and the solvent removed in vacuo. By-product phosphine oxide was removed from the crude residue by dissolving the product in ether (2 mL mmol −1 ), and vacuum filtration to remove the solid oxide. The ether was then removed in vacuo and the residue purified via flash column chromatography to afford the desired product.
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General Procedure 2: Oxa-Michael Addition with 4-hydroxy-2-pyrones
The 2-pyrone (1 eq.), triethylamine (1 eq.) and propiolate ester (2 eq.) were stirred in CH 2 
4-Hydroxy-6-(6-triisopropylsilyl-hex-5-yne)-2-pyrone (3c)
Prepared according to general procedure 3 using 3a (126 mg, 1 mmol, 1 eq.) and 5- 
1-Iodooct-7-en-4-yne (11)
To a solution of oct-7-en-5-yn-1-ol (5i) 5 (12.4 g, 100 mmol, 1 eq.) and triethylamine (20.8 g, 150 mmol, 1.5 eq.) in dichloromethane (800 mL) under nitrogen at 20 °C, was added S6 methanesulfonylchloride (22.9 g, 200 mmol, 2 eq.). The reaction was quenched with ice cold water (150 mL) and separated. The organic layer was then washed with cold 2 M HCl (150 mL), sat. NaHCO 3 (150 mL) and brine (150 mL). The organic extracts were dried over MgSO 4 , filtered and concentrated in vacuo to afford the crude mesylate as a pale yellow oil (20.2 g, >99%) which was used without further purification.
A solution of the crude mesylate (20.2 g, 100 mmol, 1 eq.) and NaI (45 g, 300 mmol, 3 eq.)
was stirred in acetone (300 mL) for 72 hours under nitrogen, and then heated to reflux for 2 hours. The solution was allowed to cool, filtered, and the filtrate concentrated in vacuo. The crude product was then taken up in hexane (3 × 40 mL), filtered, and reduced in vacuo to afford a pale yellow oil (17.4 g, 74.5%), which was used immediately without further purification. 
4-Hydroxy-6-(non-8-en-5-ynyl)-2-pyrone (3d)
Prepared according to general procedure 3 using 3a (126 mg, 1 mmol, 1 eq.) and 1-iodooct-7-en-4-yne 11 (330 mg, 1.4 mmol, 1.4 eq.) to afford the title compound as a yellow oil (74 mg, 32%). 
4-Isopropyloxy-6-methyl-2-pyrone (4a)
Synthesised using general procedure 1 and purified by flash column chromatography (20% EtOAc in hexanes) to afford a white crystalline solid (1.76 g, 70%)
M. P. 
4-Prop-2-enoxy-6-methyl-2-pyone (4b)
9 Synthesised using general procedure 1 and purified by flash column chromatography (20% EtOAc in hexane) to afford the title compound as a colourless oil (0.90 g, 54% 
4-[1-(Diethylphosphono)-propoxy]-6-methyl-2-pyrone (4f)
Synthesised using general procedure 1 and purified by flash column chromatography (EtOAc in hexanes) to afford the title compound as a colourless oil (91 mg, 30%). 
4-[1-(Dimethoxymethyl)-propoxy]-6-methyl-2-pyrone (4g)
Synthesised using general procedure 1 and purified by flash column chromatography (20% EtOAc in hexanes) to afford the title compound as a colourless oil (117 mg, 23%). Due to the limited stability of the compound, only partial data could be obtained. 
H-NMR
4-[1-(tert-Butyl-dimethyl-silanyloxymethyl)-propoxy]-6-(2-phenylethyl)-2-pyrone (4h)
Synthesised using general procedure 1 and purified by flash column chromatography (20% EtOAc in hexanes) to afford the title compound as a colourless oil (45 mg, 81%). 
4-[1-(tert-Butyl-dimethyl-silanyloxymethyl)-propoxy]-6-(6-triisopropylsilyl-hex-5-ynyl)-
2-pyrone (4i)
Synthesised using general procedure 1 and purified via flash column chromatography (20% EtOAc in hexanes) to afford a colourless oil (628 mg, 75%). 
4-[1-(tert-Butyl-dimethyl-silanyloxymethyl)-propoxy]-6-(non-8-en-5-ynyl)-2-pyrone (4j)
Synthesised using general procedure 1 and purified via flash column chromatography (20% EtOAc in hexanes) to afford a colourless oil (93 mg, 49.5%). 
6-(Non-8-en-5-ynyl)-4-(octa-Z-4,7-dienyloxy)-2-pyrone (4k)
Synthesised using general procedure 1 and purified via flash column chromatography (20% EtOAc in hexanes) to afford a colourless oil (25 mg, 52%). 
6-(Non-8-en-5-ynyl)-4-(oct-7-en-4-ynyloxy)-2-pyrone (4l)
Synthesised using general procedure 1 and purified via flash column chromatography (20% EtOAc in hexanes) to afford a colourless oil (59.3 mg, 61%). 
Methyl 3-(6-(2-phenylethyl)-2-pyronyl-4-oxy)-acrylate (7f)
Synthesised using general procedure 2 and purified via flash column chromatography (20% 
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Methyl 3-(6-(but-3-enyl)-2-pyronyl-4-oxy)-acrylate (7g)
Synthesised using general procedure 2 and purified via flash column chromatography (20% EtOAc in hexanes) to afford a yellow crystalline powder (18.1 mg, 86%). 
Methyl 3-(6-(6-triisopropylsilyl-hex-5-ynyl)-2-pyronyl-4-oxy)-acrylate (7h)
Synthesised using general procedure 2 and purified via flash column chromatography (20% EtOAc in hexanes) to afford a waxy yellow powder (102 mg, 82%). 
